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WHAT IS C F .ATMKH T5S: 



1. 



A compound of the Formula A: 




Q 



A 



wherein: 



aisOor l;bisOorl;misO, Ior2;nis0, 1.2or3;pis0, 1 or2;qis0, l,2or3;risOQr l;sisOor 1; 
t is 2, 3, 4, 5 or 6; 

X, Y and Z are independently selected from C, N, S or O provided that at least one of X, Y or Z is N, S 
orO; 

dashed line lepresaits an optional double bond; 



Q is selected from: -NR6r7, aiyl and heterocyclyl, said aryl and heterocyclyl is optionally substituted 
with one to three RZ; 

Rl is independently selected from: 1) (C=0)aObCi-Cio alkyl, 2) (C=0)aObaryl, 3) C2-C10 alkenyl. 4) 
C2-C10 alkynyl. 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyl, 7) CO2H. 8) halo, 9) CN, 
10) OH, 11) ObCi-C6 perfluoroalkyl, 12) Oa(C=0)bNR6R7, 13) NRC(c=0)NR6r7 14) S(0)mRa 15) 
S(0)2NR6r7, 16) NRcS(0)mRa, 17) 0x0. 18) CHO. 19) NO2, 20) NRC(C=0)ObRa 21) 0(C=0)ObCi- 




is heterocyclyl; 
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ClO allcyl, 22) 0(C=0)ObC3-C8 cycloalkyi, 23) 0(C=0)Obaryl. 24) 0(C=0)Ob:heterocycle, 25) H, and 
26) Oa-P=0(OH)2, said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyi optionally substituted 
with one or moie substituents selected from RZ; 

5 r2 is independently selected from: 1) (C=0)aObCi-Cio alkyl, 2) (C=0)aObaryl. 3) C2-C10 alkenyl, 4) 
C2-C1O alkynyl, 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyi, 7) CO2H, 8) halo, 9) CN, 
10) OH, 11) ObCi-C6perfluoroalkyl, 12) Oa(C=0)bNR6R7, 13) NRc(C=0)NR6r7, 14) S(0)inRa, 15) 
S(0)2NR6r7. 16) NRcS(0)mRa. 17) CHO. 18) NO2, 19) ^fRc(C=0)ObRa, 20) 0(C=0)ObCi-Cio 
alkyl, 21) 0(C=0)ObC3-C8 cycloalkyi, 22) O(00)0baryl, 23) 0(C=0)Ob-heterocycle, and 24) Oa- 
10 P=0(0H)2, said attyl, aryl. alkenyl, allgnnyl, heterocyclyl, and cycloalkyi optionally substituted with 
one, two or three substituents selected from RZ; 

R3 and R4 are ind^endently selected from: H, Ci-Ce-allqrl and Ci-Ce-perfluoroallqrl, or 

15 R3 and R4 are combined to form -(CH2)t- wherein one of the carbon atoms is optionally replaced by a 
moiety selected from O, S(0)m, -N(Rb)C(0)-, and -N(CORa)-; 

R5 is independently selected from: 1) (C=0)aObCi-Cio alkyl. 2) (C=0)aObaryl, 3) C2-C10 alkenyl, 4) 
C2-C1O alkynyl, 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyi, 7) CO2H, 8) halo, 9) CN, 
20 10) OH, 1 1) ObCi-C6 perfluoroalkyl, 12) Oa(C=0)bNR6R7, 13) NRc(C=0)NR6r7, 14) S(0)mRa, 15) 
S(0)2NR6r7, 16) NRcs(0)niRa, 17) 0x0, 18) CHO, 19) NO2, 20) O(C=O)ObCi-Ci0 alkyl, 21) 
0(C=0)ObC3-C8 cycloalkyi, and 22) Oa-P=0(OH)2, said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and 
cycloalkyi optionally substituted with one or more substituents selected fromRZ; 

25 r6 and r7 are independently selected front 1) H, 2) (C=0)ObRa, 3) Ci-Cio alkyl, 4) aryl, 5) C2-C10 
alkenyl. 6) C2-C10 alkynyl. 7) heterocyclyl, 8) C3-C8 cycloalkyi, 9) S02Ra, 10) (C=0)NRb2. 11) OH, 
and 12) Oa-P=0(OH)2, said alkyl, cycloaUgrl, aryl, heterocylyl. alkenyl, and allqaiyl is optionally 
substituted with one or more substituents selected ficmiRz, or 

30 R6 and R7 can be taken together with flie nitrogen to which they are attached to form a monocyclic or 

bicyclic heterocycle with 4-7 members in each ring and optionally contaimng, in addition to tfie nitrogen, 
one or more additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one or more substituents selected from RZ; 
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Rz is selected from: 1) (C=0)rOs(Ci-Cio)alkyl, 2) Or<Ci-C3)perfluoroalkyl, 3) (Co<:6)alkylene- 
S(0)mRa 4) oxo, 5) OH, 6) halo, 7) CN. 8) (C=0)rOs(C2-Cio)alkenyl, 9) (C=O)rOs(C2-Cl0)alkynyl, 
10) (C=0)rOs(C3-C6)cycloalkyl, 11) (C=O)rOs(C0-C6)alkylene-aryl, 12) (C=0)rOs(Co-C6)alkyIene- 
heterccyclyl, 13) (C=0)rOs(Co-C6)alkylene-N(Rb)2, 14) C(0)Ra 15) (Co-C6)alkyIene-C02Ra; 16) 
5 C(0)H, 17) (Co-C6)alkylene-C02H, 18) C(0)N(Rb)2, 19) S(0)mRa 20) S(0)2N(Rb)2, 21) 

NRC(C=0)ObRa 22) O(C=O)ObCi-Ci0 alkyl, 23) 0(C=O)0bC3-C8 cycloalkyl, 24) 0(C=0)Obaryl, 
25) 0(C=0)Ob-heterocycle, and 26) Oa-P=0(OH)2, said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, and 
heterocyclyl is optionally substituted widi up to three substituents selected from Rb, OH, (Ci-C6)alkoxy, 
halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 0x0, N(Rb)2 and Oa-P=0(OH)2; 

10 

R* is: substituted or unsubstituted (Ci-C6)ancyl. substituted or unsubstituted (C2-C6)alkenyl, 
substituted or unsubstituted (C2-C6)alkynyl, substituted or unsubstituted (C3-C6)cycloalkyl. substituted 
or unsubstituted aiyl, (Ci-C6)perfluaroalkyl, 2,2,2-trifluoroethyl, or substituted or unsubstituted 
heterocyclyl; and 

15 

Rb is: H, (Ci-C6)alkyl, substituted or unsubstituted aryl, substituted or unsubstituted benzyl, 
substituted or unsubstituted heterocyclyl, (C3-C6)cycloalkyl, (C=0)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl or 
S(0)2Ra; 



20 Rc is selected from: 1) H, 2) Ci-CiQ alkyl, 3) aiyl. 4) C2-C10 alkenyl, 5) C2-C10 alkynyl, 6) 

heterocyclyl, 7) C3-C8 cycloalkyl, and 8) Ci-C6 perfluoroalkyl, said alkyl, cycloalkyl, aryl, heterocylyl, 
alkenyl. and alkynyl is optionally substituted with one or more substituents selected from Rz, or 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

25 

2. The compound according to Claim 1 of the Formula B : 




wherein: 



-52- 



wo 2004/096130 



PCT/US2004/012187 



R2 is independently selected from: 1) C1-C6 alkyl, 2) aryl, 3) heterocyclyl, 4) CO2H, 5) halo, 6) CN, 7) 
OH, 8) S(0)2NR6r7 and 9) Oa-P=0(OH)2, said alkyl, aryl and heterocyclyl optionally substituted with 
one, two or three substituents selected from RZ; 

or a phannaceutically acceptable salt or a stereoisomer thereof. 

3. The compound according to Claim 2 of the Formula C: 



wherein: 

Q is heterocyclyl, said heterocyclyl is optionally substituted with 1 to 3 RZ; 

or a phannaceutically acceptable salt or a stereoisomer thereof. 

4. A confound which is selected from: 

l-{l-[4.(3~amino-5-phenyl-lH-pyrazolo[3,4^b]pyridin-6-yl)be^ 
benzimidazol-2-one; 

l-{l'[4<3-amino-l-methyl-5-phenyl-lH-pyrazolo[3,4-b]pyridin.6-yl^^ 
2H-benzimidazol-2one; 

l-(l-{4-[3-amino-l-(2-morpholin-4-ylethyl)-5-phenyl-lH-pyrazolo[3,^^^^ 
4-yl)-l ,3Kiihydro-2H-benzimidazol-2-one; 

l-(l-{4-[3-ammo-l<2-hydroxyethyl).5-phenyl-m-pyrazolo[3,4-b]pyridm^^^ 
l,3Hiihydro-2H-ben2imidazol-2-one; 

l-[l-(4-{3-amino-l.[2-(lH.imidazol-4-yl)ethyl]-5-phenyl-lH-pyrazoloP 
yl}benzyl)piperidin-4-yl]-13Kiihydro-2H-benziimda2ol-2-one; 
l-methyl^4-{[4<2-methyl-lH-ben2imidazol-l-yl)piperidi^^ 
pyrazolo[3,4-b]pyridin-3-amine; 
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9"{l-[4-(3-ainmo-l-methyl-5-phenyl-lH.pyrazolo[3,4-^^ 
amine; 

l-methyl-6-(4-{[4-(2-methyl-lH-benzinaidazol-l-yl)piperidi^^ 
pyrazolo[3,4-b]pyridin-3-ol; 

N^thyl.]^-[l.methyl-6-(4-{[4H:2^xo-2,3^hydrc)-lH.be 
5-phenyl-lH-pyrazolo[3,4-b]pyridin-3-yl]urea; 
N-[l-methyl^-(4-{[4K2-oxo-23-dihydro-lH-beiiziiiud 
lH-pyra2olo[3,4-b]pyridin-3-yl]acetaiiiide; 

Methyl-3-amino-6-(4-{ [4-(6-fluoro-lH-ben2dmidazol-2-yl)pipeiidin-l-yy 

phenylfuro[2,3-b]pyridine-2-carboxylate; 

5<4-{ [4-(2-methyl-lH-benzimidazol-l-yl)piperidin-l-y^^ 

imidazo[4,5-b]pyridin-2-one; 

5~(4-{[4-(2-methyl-lH-ben2dmida2ol-l-yl)piperidin-l^ 
[l,2,3]tria2olo[4,5-b]pyridine; and 

5-(4-{[4-<2-Methyl.lH-benzimidazol-l-yl)piperidin-l-yl]m^ 
b]pyridine; 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

5. The TFA salt of a compound according to Claim 1 which is: 

l-{l.[4-(3-animo-5-phenyl-m-pyrazolo[3.4-b]pyridin-6-yl)benzyl]piperidin^^^ 
benzimidazol-2-one; 

l-{l-[4-(3-ammo-l-methyl-5-phenyl-lH-pyrazolo[3,4-b]pyridm.^^^ 
2H-benzimidazol-2-one; 

l-<l-{4-[3-anMno.l<2-morpholin-4.ylethyl)-5-phenyl-lH-pyrazol^ 
4-yl)-l,3-^ydro-2H-ben2iimdazol-2-<>ne; 

lKl-{4-[3-ammo-H2.hydroxyethyl)-5-phenyl-lH-pyrazolo[3,4-^^^ 
1 ,3-dihydro-2H-benzimida2ol-2-one; 

l-[lK4-{3-ammo-l-[2-(lH-imidazol-4-yl)ethyl]-5-phenyl-lH-pyraz^^ 
yl}ben2yl)piperidin-4-yl]-13Klihydro-2H-benziimdazol-2-one; 
l-methyl-6K4-{[4-(2-methyl-m-benzimidazol-l-yl)piperidin-l 
pyrazolo[3,4-b]pyridin-3-amine; 

9.{l-[4-(3-ammo-l-methyl-5-phenyl-lH-pyrazolo[3.4-b]pyridin-6-y^^ 
amine; 
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l-methyl-6-<4-{[4-(2-methyl-lH-beiiziinidazol-l-yl)piperi 
pyrazolo[3,4-b]pyridm-3K>l; 

N-e%l-hr-[l-methyl^5<4-{[4<2K)xo-2,3Klihydro-lH-bei^ 
5-phenyl- lH-pyrazolo[3,4-b]pyriciin-3-yl]urea; 
5 N.[l-methyl-6-(4-{[4<2K)xo-23-<lihydro-lH-benziinid^^^ 
lH-pyrazolo(3,4-b]pyridm-3-yl]acetaimde; and 
Methyl-3-amino-6<4-{ [4-<6-fluQro-lH-beiizim 
phenylfuro[2,3-b]pyridme-2-carboxylate; 

10 or a stereoisomer thereof. 

6. A compound according to Claim 4 which is selected from: 

l-{l-[4K3-amino-5-phenyl-lH-pyrazolo[3,4-b]pyridin-6-yl)ben2yl]^^^ 
15 benzimidazol-2-one; 

N-^thyl-N*-[l-methyl-6<4-{[4-(2<)xo-23-dihydro-lH-benziimd^^ 
5-phenyl- lH-pyrazolo[3 ,4-b]pyridin-3-yl]urea; 

Methyl-3-amino-6-(4-{ [4-(6-fluoro-lH-benzimidazol-2-yl)piperidin-l-yl]methyl }phenyl)-5- 
phenylfuro[2,3-b]pyridine-2-carboxylate; 

20 5-(4-{[4-(2-methyl-lH-benzimidazol-l-yl)piperidin-l-yl]methyl}phenyl)-6-phenyl^ 
imidazo[4,5-b]pyridin-2-one; 

5-(4-{ [4-(2-methyl-lH-ben2imidazol-l-yl)piperidin-l-yl]methyl }phenyl)-6-phenyHH- 
[l,2,3]triazolo[4,5-b]pyridine; and 

5K4-{[4K2-Methyl-lH-benzimida2ol-l-yl)piperidin-l-yl]methyl}phenyl)^^^ 
25 b]pyridine; 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

7. A pharmaceutical composition comprising a pharmaceutical 

30 carrier, and dispersed therein, a therapeutically effective amount of a compound of Claun L 

8. A pharmaceutical composition comprising a pharmaceutical carrier, and 
dispersed therem, a therapeutically effective amount of a compound of Qaim 4. 
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9. A method of inhibiting one or more of the isoforms of Akt in a mammal which 
comprises administering to the mammal a therapeuticaUy effective amount of a compound of Qaim 1. 

10. A method of inhibiting one or more of the isoforms of Akt in a mammal which 
comprises administering to the mammal a therapeutically effective amount of a compound of Claim 4. 

11. A method for tiieating cancer which comprises administering to a mammal in 
need diereof a ther^eutically effective amount of a confound of Claun 1. 



12. A method for treating cancer which conqaises administermg to a mammal 
need thereof a therapeutically e^tive amount of a compound of Claim 4. 



m 



; IS 



13. A method for treating a non-maUgnant disease in which angiogenesis i 
impUcated which comprises administering to a mammal in need thereof a tiierapeutically effective 
amount of a conq>ound of Qaim 1. 

14. A method for treating a non-maUgnant disease m which angiogenesis is 
impUcated which comprises administering to a mammal in need thereof a therapeuticaUy effective 
amount of a compound of Qaim 4. 

15. The con^osition of Claim 7 further comprising a second compound selected 
fixjm: 1) an estrogen receptor modulator, 2) an androgen receptor modulator, 3) a retinoid receptor 
modulator. 4) a cytotoxic/cytostatic agent. 5) an antiproliferative agent, 6) a prenyl-protem transferase 
mhibitor. 7) an HMG-CoA reductase inhibitor, 8) an HIV protease inhibitor. 9) a reverse transcriptase 
inhibitor, 10) an angiogenesis mhibitor, 11) a PPAR-y agonist. 12) a PPAR-5 agonist, 13) an inhibitor of 
ceU proUferation and survival signaUng. and 14) an agent tiiat mterferes witti a ceU cycle checkpoint. 

16. A mefliod of treating cancer which con^rises admmistering a therapeutically 
effective amount of a compound of Qaim 1 in combination witii radiation tiierapy. 

17. A method of tireating hyperproUferative disorders selected from restenosis, 
inflammation, autoimmune diseases and aUergy/asthma which comprises admmistering to a mammal in 
need thereof a therapeuticaUy effective amount of a compound of Qaim 1. 
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18. A method of treating byperinsulinism which comprises administering to a 
mamma] in need thereof a therapeutically effective amomit of a conipound of Claim 1. 
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